m m m 

KLF5*Ifc^©#§iI %$Pffl-f % RNA 

pjVW^Wi®^ (Kruppel-like factor. HITKLF fc£ N 
^©^>;7 • 7^ (zinc finger) W-7^tt^ g?Bf©7 7^ 

10 T-fetU KLF1 N KLF2, KLF3 N KLF4 S KLF5 S KLF6 N KLF7. KLF8, KLF9. KLF10, 

KLF1K KLF12. KLF13, KLF14 S KLF15 S " KLF16^#£n £>*VT^3o mimiZ&^X, 

klf^t ^ u-tis m^^mm^mm, M^^mm^ ¥mm, 

^mmcD&M^mcDffimi&mz mm fr&m ^ tix ^5 ( j . 

15 Biol. Chem., 276, 34355-34358, 2001; Genome Biol., 4, 206, 2003) 0 

KLF? t 5. U— (Do -fe©KLF5{±, BTEB2 (basic transcriptional element binding 
protein 2) £>&^}±IKLF (intestinal-enriched Kruppel-like factor) bbXlZ 

T*(is KLF5©i§5t^iji#<^£>;ft,s mmw^mmmcom^cD^mmx %klf5cd% 

M1$fr£>fiZ> (Circulation, 102, 2528-2534, 2000) 0 

25 ^(Dsk^mmhmmmm (m^m) ^mmmmisX^Zo ^mmmm^i±snu 

mmmmzm\ sm&m&v, memb(D%mmm&mtt>t>tiz>o klf5&. sMembat 

iz, skrhmm^mmm^Am (j^tpdgf-a^j;^) s h^>x-7*-*>sfmmm ■ 
30 ^ (tgf) shmmfcmmm 1 ?- (vegf) u-t^- N mmm-mkmm-€rtfmm 

(iNos) s ^ j—tf^?*??-^— r >t tr^- (pai) -i*5J:t>*$5^H^ 

Egr (early growth response) -l&h\ ifll^CBM^I&^iT^^li-^-r 
<i£^£rSt£{b1-3;i^>6 s ^£;riTU£ (Nat. Med., 8, 856-863, 2002; Ann. N. 
Y. Acad. Sci., 947, 56-66, 2001) 0 
35 mtz. KLF5?i15?©^^ D J v$-7t> Y^t>7,\Z^WX, foM^%k^(D!&)M&DM. 

Ztftm^gtiXl^Z (Nat. Med., 8, 856-863, 2002) 0 

40 mmB$ 1 izmtD&m^mi L x& d' n fciwtiiifMit^tb^tii 
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5 — ^ s RNA^ (RNA interference, J-^T. RNAi^J;^) fcfc x riSilfc&^TfflGtli: 

^7^^S^^WJ^ti^i^hbT#^^^ife (Nature, 391, 806-811, 1998) 0 
RNAi&s mXLfz-^mMAtK 21~23^*©S£©-;£iiRNAt;:#g? ^tifz^ 
S 3 nW.-€ri&b s ZL (DM I Ml^ilRNA h Mi§r b s 1*1 b £ ^ f 3 mRNA £ b"KJ Wt T 
10 3d hCi^t^^ h%x.£>*r£M£ 0 Tuschl£>fc£ N is 3 £^ 3 "W^fc^SWT 
S^-^iRNA<Z>ft;bt) lC s 21~23t£S©S^®— *^RNA*#X-rSi htcfcoT 

«&3tfe^©$8S#&#J£;ft££££jll>;EU ^tt^short interfering RNA 
(siRNA)h£-3ttfc (WO 01/75164) 0 siRNAOie^J ^^S^jtfE^h© ^ XT ^ ^/b s fe 

15 SiHs M^©li©3'^(z^^b^^ K^ftiPbT, 3£m&m\ti\^tzMm.(Dj3 
■hm^-m^^tt^^tltz (WO 02/44321) 0 

frofc^ 20~29^fi©siRNA-e^.tt{S. CICDct o "Ts ^^©jlfs^ 1 

20 <Dm%*mU&TZZ:t&-Z%&Z.t-h s ^fdgtlfco ^7^X^21-25^*©*)© 
#^3|i«]£jjJ|i;6^tA (Nature, 411, 494-498, 2001; Nat. Rev. Genet., 3, 737- 
747, 2002; Mol. Cell, 10, 549-561, 2002; Nat. Biotechnol., 20, 497-500, 
2002) o 

RNAiT'{±> — ^ISRNAti— ^|i^>^-fe>XRNA(Z]:b^ m&dAfc^lZftT ^>^M 
25 mmtimfimm ft lzmUZ\ti)m^gtlT^2> (Nature, 391, 806-811, 1998; Mol. 
Cell, 10, 549-561, 2002) 0 £fz s ~ ;£§jiRNA-£ & < N ^fi/W7'J^XtJ; 

tlTUZ (Proc. Natl. Acad. Sci. USA, 99, 6047-6052, 2002) 0 
RNAi&in vitro©#.& £> t\ in vivoliSI&ic&^T & ^ <mk£tiT36 tK 50bp£l 
30 T©siRNA$fflV^fe^cDt&#3T£D^ (WO 02/132788) s £&#:t ^X^CDM (WO 
03/10180) #^£*iTl^o £fcs siRNA^v>j7X^iai3^Ml^^bfe^i3. 

Wflis mm, is pais ffii©#jiiti-e^^?pfij^jm#5i^^fLTt^ (Nat. 

Genet. 32, 107-108, 2002) 0 £ £ tc, M*^3i5t^T ^ siRNA^H^#1-§ d 
•?M^/l§-r3 ^ £:ft s fB^£:ft,TU3o (Nat. Biotechnol., 20, 1006-1010, 2002) 
35 bfrU C^TrC^C^KLFSfeSt^flijcDKLFy^ ^ <J — mi^izMT 3siRNA£ 
^fcRNAilzglbT&fg^W&^o 

^BJ©g^{iKLF5»fE^©^^?iP$ijr^RNA^^mr^^T"fe^o dCD£-5& 
40 RNA (i s KLF53tfc^©^gi£»JT3£ ^£ J; KLF5©^¥S? t bT©£tt££PJI 
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r«c*?*s *fsw«±wT© (i) ~ (13) tin 0 

5 (1) KLP5 mRNA£D^r«15~30^©IS^Ji3J:t>miB^JhmM^^IB^J§^^ 
KLF 53»fE^CD^JJ ^ ftpaiJ-T RNAo 
( 2 ) KLF5 mRNA# t h £ fc }± x> •> X ©KLF5 mRNAT fej, ( 1 ) i3f3*£©RNA 0 

(3) RNA# N KLF5 nRNAGDjg^f £ 15~30^©IE?<J©§t& =fc U^IB^J 
IE?!J©iIfr£>ft3 -^iiRNA©^n^-n©ti03'^i3 1 ~ 6fia©^ ^ KSttJP 

10 bfe— *liRNAT'fe?>s (1) (2) {ZfB«©RNAo 

(4) RNA#, KLF5 mRNA©^r^l5~30JeS©iE^Ji&»^^SRNA^«k^iS^Ji:ffi 
*fift&IE?ljfr£>&£RNA£ N 1 'J ^ l/t^ KT'O^fs 3'«fcl~6 

K^ftiDbfe, ^^tr>«3g&^-r SRNAT-^^s (1) UfcfcJ: 
(2) (3|3«4©RNA 0 

15 (5) J^T©(a)~(c)^^&Si¥^^®«nSKLF5^^©^*SPS!|-r^RNAo 

(a) W&m-^r 2 ~~U(D^irtifr 1 o©iB3?U©jgj3 ^IKME^J fcffilW&iE?iJ0i 
£> * § — ^IIRNACD ^fi^tl(Dm(D3 ' Jc 2 ~ 4 <> ij £ i> ^ 

(b) lE^JS-^—iecD^rnfr 1 ^©lE^J^^^^RNAiS^tfi^lH^Jhffiffi^^iH 
20 ?0fr£>&£RNA£ 2fflO^ U i^^m^'i^lz^T^X^— V— RNAT*-3&^ S 3'SBK: 

2-4M©r> 'j ^^{tjjnLfes ^^tr>^at^?f^i-§RNAo 
( c ) ,IE?'J#-^- 2 ~ll©^TTtLfr 1 -DCOWmomte £ tFg£IE?!J MMift&iE?lJ©§i 
*^^?>— *ilRNA(D^n^flcDfI©3'iiic 2{®©>j7 »J ^;i/^^ftinbfc— *tiRNA 0 

(6) (i) ~ ( 5) (D^-rnfr imizmm(omik^:%MT^^^—o 

25 (7) ( 1) ~ (5) ©V^nft>llI£iattcDRNA£fey: (6) tcfBtgcT)^^ ^-^ 
«fc^A1-^) CI t> x MJ^^^KLFS^fE^CD^ia^WJ-r^^o 

(8) (1) ~ (5) ©V^nfr llIfcfB«©RNAg;fey; (6) £13*4©^ 

30 . ( 9 ) KLF5fc «fc »5^^fS^b^tl^^E^^lfe/J^fi^ii5iH^A||?ir^*fe 
l±¥m m >M(SMemb*H£^T*fc a ( 8 ) MfBiScD^r&o 

(10) (1) ~ (5) ©M-Ttifr UIt3fB«©RNA^fett (6) £f3«Ss©^<^- 

(11) (1) ~ (5) ©Vv-rtl^ lIi^fB«©RNA^fe{± (6) fcfE«<D^^ — 

(12) (1) ~ (5) cTH^n^ lXl^fB«©RNA^fei± (6) {dlBt&cD^^- 

(13) ^M&^^^^KIM-fb. ^S&M-T — ^>^>s W£c7)|i$^^fci±j|> 
SG^Tfe^ ( 1 2) (cf3*©^^Sfe{«P^mo ■ 

40 ##8m3CDRNAfc:<fc *K ■ KLF5£^?:fc J;U?KLF5£ «t 19 fe¥^r£mb^ti§a^©^ 
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<tt>N KLF53te : ?*5«J:VKLF5t:«t Dte^P^tS-fc^tlSaie^CD^iJSSPftil^iV 

1 . KLF5»e^©$6S£tt»S!l-r*RNA 
#38BJl©RNAfcj\ KLF5 mRNA©^i-& 15-30J^ S * b < &17~25J&^ it) 

Ts ^ffiia^'JX'^r^.) £^<frs KLP5Jtfe^©|g3S*ttlft!f-r*RNAT»So KRNAi: 
10 bTiis (a) IH^JXcDli (-fe>^gQ *5 «fc iWffl IE?UX ' ©IK (T>^-te >*§i) _ 
*fAmi<D-Ztl*tl<D&<D3'MUl 1~6{@ S 5ftb<{i2~4i©7^l/t 
3=- KSftJPbfc— *«SRNA (WTs £©i5ft^©RNA£siRNA£i-£) tfeot 
KLF53SfE^©^^JP$!l-r§RNA, (b) fa^JX^^^^RNA^i^MIH^JX'^^ t& 
£RNA£: N X^— ^— rtD Fto^^ 3 ' ^ £ 1 ~ 6 Ms £?i;b<}±2 

15 ~4M(D?t7U*?- K&ttinbfcx ^7tf>«3g*^-TSRNA (J^Ts £©i5& 
RNA£shRNAhi-£) Tfeot, KLF5^fc^©^£^$iJ1-3RNA#&tf £ti,3o £ft 

£©BNAt:fev^ttin-r£;a£U;*-*- h*©^{i^^> N T^'-y. *>h^> N 

^^^©i^-f txT*&i<s £fcRNAT*&DNA-e& iv^>\ (U) i; 

fcfct-x^^^S^l/K (dT) #£F£b^o +?-— XV nzplsJt?- Kt± 

20 6 ~12i^S©RNA#$sf^b<s -^©5'Si©IE?!M 2 {@©U£W £ b^o It— 3" 

U =2 ^ ^ u # ^ \i (OM h b X s UUCAAGAGA© iE^'J £ & £ RNA £ zg> £ £ t. ifi X ^ Z> o 
^ ^— +?-— >; =f y. Z U^9~ Fiiio tofj;^ti§ 2 o©RNA©JH#« t> #5 ' 

IE^JX(i, KLF5 mRNA©S^1-^15~30^©IE^ b < &17~25±«. i t) 
25 b < (±19~23^©IE^Tfetb«\ l^*l©IE^JT:&=);^#s &sT© (1) £ 

f3«©^STiSStbfel9^S©IE^!i^a*)$f SbV^o J^±©«3g£WlT3RNA-Cfe^ 
ts KLF531fE^©^^W©J-r^*>©T'fetl^ *^0J©RNAk:^£*i,£ o 

*^BJ©RNA{i N ±ga©^©RNA§KLF53tfe^yb^^ l/T ^^| ffl j^ t ^ AbT 

KLF55tfe^©^^SiJ^bs KLF5»fE^©|g3^^TOiJ-r 3RNA&W.-T £ d i: i t> 
30 ff-^^^o 

( 1 ) IE?iJX©|£!t 

3t^©^^WJbfcV>»J^©KLF5 cDNA©i«IE?!j;b>£> N kkXte b £ &21i&S 
©Sl3^iE^J§mDtti-ro ^t>ffibfcIE?!J©GC^S£@tJ¥U GC^»#20~80% N 
£ b < &30%~70%, i »3$?g; b < «40~60%©IS^J^1tiffiaMiR-r So 
35 IE#JJ±x $f^b<^ =J-K^F^©lE^!JTs K >fr & 75*fi£fi*_tT«E© 

IE?'J£®iR-r£o KLF5 cDNA©^SIE^'J©'fffR(±s GenBank^©j&SIE?'J^— 
;*;b>e>f#3£ i:#-e#3o x">XKLF5 cDNA©IE^J^GenBank^#-^- 

NM_009769 (IE^'JS-^49) s t. 1-KLF5 cDNA©iE?d&GenBank^£l#-^AF287272 (IE^iJ 

s-^50) x, m&mmftmbtiZo 

40 M!RbfcIE?'J©5'^©M&E£;^ lE^^T^Ut^xfc^^ClS^iE^JXt: 
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(2) :fc%BJ§©RNA©l$S£ 
(1) T-?llRbfciB^JX^7ciz, IXTcD&oizLTRM&mm-fZZb-fr-C^&o 

5 ffe©*^ u*-?- K©^1§r&|5j*£t UTiiM-r^ih^T-g-^o 
(a) siRNA©±l-£- 

IS?UX©3 'Sgfc: 2 fl§©U£ fzmTZttto bfclB^Jfr 5> ft &RNA N & «fc U^MIS^JX' © 
3 , ^fc2M©US^^dT^1 P tinLfeiB^J^&^§RNA©2*CDRNA$:Siig-r^ 6 £©2 
*©RNAfcb Ib^m&Z^ltJ >h* hnfe^tJ; t)S!8g'T?££o fb^jfcHU DNA 
10 ^-^^fflVATfTaciii^-e^So S^T>h*7j-> (Ambion) *± N B#;W;a-!*— 
tr^tt^tts ^r7^> (QIAGEN) t^O^ -^-tKb^^^-T £ CI b & "C 

-fb^^bfeSV^iC^M^^lB^J^^tf 2^©RNA^7-n— ij >^*-r££ hid 
<fc!K IE^JX©m:fc<fc^MiE?!iX'©^ 

2M©USfcttdTSf*Jnbfcz:*«|RNA*8l5Sf Siifc^-C&So T— — U > 
15 2#©RNA£^&^*y ;7^-4>T90~95°C-<? 1 ~5#jD8fc& N 45— 60^HA*ttT^' 

(i) T7 RNAt^ 'J ^ if©7D^- ia^JS*r*DNA(T77 , ^-f (ii) 
ffi«IE?UX'©U£Tfc&*. s ■?05'4fi}fc:»2M©A*ftinU 3'$Si£f±T7:7*55-f T— © 
20 3'i«8aia£i:ffi*tfl«j*E2?!I*ftJnb&iB^J**-rSDNAx (iii) ■IBEIXCDU&Tfc&jU 
©5 ' m t & 2 f@©A£ttUn U 3 ' iftfc: {±T7 "7 =y -i "^—©3 ' t% 8 *B*ftBtJ&IB?!J 

^{tiPbfeia^j^^-r?)DNA s ^avensm-rao 

T7^^^-r— h (ii) ©DNA££7-- — )\s£l£tzgks DNA*' U ^ 5 — tf^Sfc J; D s 
-*^DNAt-r^o #iSDNA£$tM£:bTs T7 RNAsf? U * ^— -If £flfl>fc 

25 -f>tf hn^MlT^ttJ;^ IS2?!IX©3'j«lc2M©UA*f5finU 5 

u-^— iE^j^jabfeiB^J^W-raRNA^^i-^ i i:*s-e#^ 0 [5iatT7r^^ 

T-h (iii) ©DNAh^^TI^©^^ ? ihtj; t)\ ^MIE^JX'6D3'^fc 
2{@©lWt;frQU 5'iSfc:ti V -^-iB^/b s {»bfcia^!j^^t-^RNA^^-r^ £ 

fUSft&E^rs^tr 2*©rna^t^— ;i/$ta 0 ^©^ ^^^>»J^x^l/T— 
■fe* *5 <fc l>'-*iiRNA$£iilft& U £ u b? (3 J; D s ^©-^ISDNA^ J:l>*#RNA 
ti©5'flij© I3?iJ£^$? LTiSt^o =&RNAtI©3'ii© 2{i©U{i^^g 

ttrfcftfribfcg;£B£o 
35 W±©^(i s it^ l/>-9-— siRNAfpS^y h (Silencer • siRNA Construction 
Kit, T>t'7|->tti^) m<D*V h£ffl^TtTOCI i;#Tr^3o T7^^-r-^ — 
-;V£«DNA&, DNA^r^ti^Xb^^l-Siii^Tt^o tf;T >*±, 

©*-#-^b^i^$£^$MT&;i£&T£&o 

40 (b) shRNA©t§-n 
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TK>*$i£J&J&T*RNAfcfc, DNA^^a«^%fflV^fc^^K:«fcoTI^»■e§*o * 
fes 2. tc&ifef£siRNA#B3l^ ^ — ^mm^mXT Z> c i: fcr«fc £ s IfflflSrtfc: 
5 shRNA^fife^tl^o ^©shRNA(± N ^J^tflT-siRNAt^&'^ftSo ^^-$#Ab. 
T*BIJtert^fi!S£*fc*^BU shRNA©#|§t£: (3) fcgE*8 bfc«^©aj|A©igfE 

( 3 ) KLF5»te^©$g5l8)#J 
10 KLF5&fc^£^r3ifMtfcfc ( 2) _t?W»bfcsiRNASfct±s'hRNAS#A-rSo 
(1) ©IBS*JX©l£if-©& i:i3bfcKLF5 cDNAfcllfcl&&fl©*fflJte£fl!V , » 

5o KLF5itfc^&^jrr3^j^i:bTttx «Mi^jffflia*fci±jfli«i^jft*ffl 

JSfcte*-rSjffllSt!|cx ^J^.«^^^Ji^^$t^flS^C3H/10Tl/2 (ATCC#-S§ : CCL- 

226) N \ihm&Mgft&mmm%:$>i l f&zh&Tzgz 0 nmcomx^s m^mm^ 

15 © h^l/xy^PSss >mU.m, #yx.fcf*'U 7 ^ h (Polyfect) b^>X7zi? 
*>3>t£ai (^^^>ttM) n h^>X*y (TransMessenger) h^> 

X7i^i/3>|S1 S ^'J3"7i^ hT^ > (Oligofectamine) (-f >t? h D 

^^>14M) s 'J*"7in7^> (Lipofectamine) 2000 K>bhD^>4± 
SO ^^fUffibT, 3ti5>©^^RNA^^bTlt^^^-frfe^s i»» 

20 m-r&zblzX bfroZbtfT'^Zo 

*#gHJ©RNA£fcki:2 . -V&m-r&siRMmM^?* — £#Ab£m©KLF5it{E 
^©^!&s RT-PCRtCct D^WT^. ii/b^^^o RNAgcfc&siRNAIgSI^ # — £ 
#A bfelfflj^*> £t>*#A b&fr o fciMfr £> HRNA£§|gi U d ©RNAfr cDNA&£- 
fife-r^o ^bfecDNA^^Mt bTs KLF53tfK^t3#M^^^°-7^ x—^ffiV^fePCR 

25 £*tI\ KLF5 cDNA^S^T^>±ii|iS^^)©M^s TtfD — ^^^ft^r/lcKi^ £ oT/£ 
. it^^htJ;Ds KLF53Ifc^©^lfi£$J^T£Cl^T^3o RNA£ fcfcfcsiRNA 
^-<^^-^#Ab^^ofeaJ3a©KLF5ite^©^»hl:bi4bTs KLF5*tte^ 
©^«^^J>bfe»fc#AbfcRNA^, KLF53lfE^©^§SnM1-^>RNAii bT 

30 ^©^^ t bT®4R^tlfe. KLF5afe-?©^JJ,^WMt-^RNAhbT{±, E^J#-^ 

RNA©^n^ti©M©3's^fc 2f@©>> y ^;i/K*ftipbfc— ^irna &&t:f 3 ^ 

T"^£ 0 |^RNA(i-T>>X cDNA©IB^JJcg^V^ISif£;ftfc&©-efe *K x-^7^KLF5 
jIte^©fg£l£irp$iJ-r&o £©?*>. I3^J#-§"4, 8 45ctt>*10©iE^Ji± j etL^enx'. 
35 9Xht h©^ft^-n©KLF5 mRNAT*^5IT^iH^It?$)S©T?x IS?!l#-*f4, 8:fc.«fc 
tH0©^-f ftfr 1 ^OiB^J©«43«klJ t KS^Jfcffi»W*iB^J©«^&&S - ^CjKRNA 
<D*tl*tHD&<DZ*W£. 2m<Dt> U ^;i/K%itJnbfc— *«RNAtt N ^«>XKLF5^Sfe 

(1) ©IB#JX©|§:ft© & hf3bfc&&i&^SiA©KLF5 cDNAhs ^fc-Sftj^JMB© 
40 KLF5 cDNA^IB^J©ffi|sIt4t3^-^v>T7 ? ^-i'^ > ht^ihtj; *K ©ifMAT'MiR 

6 



5 fflZlts ^^XKLF5 cDNA<Dl3?0fcS^<IB?'J#-5f 2> 3 S 7, 9 £ «fclHl©l^-f 
tifr 1 -o©iB9!I©ai*«t VSE^J fcffl«'«jfcE?!l©«|3&» &3 - #||RNA©^*i^;h, 

<Dm<Drm&2®<Dt u ^;i/&&ttjnbfc— *«irnah: n ^^klfs*^©^^ 

MJ-f3©T"s th KLF5 cDNA^^VAT^rjST^iS^JTfe^>iB^J#-^i2~16©V>-r 

ti^ i ^©iB?!J©iJ(:fe£t>i£i2?!!^M^ 

10 ©iI©3'^ic2f@©'>U^;V^$ft»PLfe-*tiRNA{i s t hKLF5«^©^^$Jp. 
2. KLF5jtfE^©^iJ§5ip$iJ-r§RNA§:^-r^^/7^ — 

(1) r^x^ K^^^- 

KLF5jl^©^^W]$iJ-r^RNA^|g^-r^7-^^^ *g§t!fflMg;fe 
15 (±£#rt©*fflfl&fc#A-r£ «F*|-mRNA#0££;h, N ^AbfcifttT- 

V n &H1 7*D ^— ^? -^fRNA*" D ^ 5> — 1 1 1 © T D — ^ - £ ^<fr ifrMBISffi 7° ^ X 

^ ^©siRNA^^ffl-^^^— ©rrn^E— ^— ©T$t£ s i. -£5giR£;ft,fc 

mm&&n^cDmffiwmx' (^^tiu&Tt^n-rs) 2{@©T^5'5gtwr 

20 ?>^^-^-— 3'5gfcRNA^U^^— tzIII* — — ^ — ^&34~6 
M©T^ft3IB^J£^tfDNA (JiTFs KLF5 siRNAilDNA £;<£.&) §jfAUTMt§ 
d^T^So X^— 9-— IB^JhUT^. 2fia©T^5'S^fc#-r§ 6~12^^©IB?!J 
#$?£b<. #|£fc£ N TTCAAGAGA^$,{f §Cl^#T^?>o la^'JXilffiMIS^JX'CjIIj? 
lis h**)?>^5HB'JTr<fo J:V^ 0 siRNA^^^^^-i: bT&s pSilencer 1.0-U6 (7 

25 >lf^->*±S!0 s pSilencer 3.0 ( 7 > ti^ >*£®0 x pSUPER (t'j3i>s;> 
(OligoEngine) *t®0 s pSIREN-DNR CB D/W Jr^-i x>i/X • ^D>^y^ (BD 
Biosciences Clontech) *±tq ^£&t:f£ d i: § So 

±IB©KLF5 siRNAfflDNA£JipA bTftM b ^ * -*#A b fcTOtr fct, 
U6rD^-^-^^>©RNA^»Jp<-7— fe'IIIS^tiJ: 1. (1) tcfBttbfcshRNA 

30 .^©shRNA^JjfflflSrtT^OW'SgttTsiRNAKlSift^nSo MUx.^^ 

— ©«-\©#A(is ^©S&MBflg^©^^ — ©iAhiit, >;>^5b;t-> 
<>A& C#P^2-227075) N >J ^> a >?£ (Proc. Natl. Acad. Sci. USA, 

84. 7413-7417, 1987) ^fc<fc Off a CI £#T*£3o 

(2) t>4 frX^?? — 

35 siRNA^^^^^ — h bTs 1/ h D t> ■< JVX^Z Jl/X^?? — , 
T^V fl/X^P*— mcD^JWX'*??— £fiJJEb£:siRNA£gij|ffl^^ — £fl§ 
l^SdilfcT-^So ^©^-5^^ ;i/^^^^-SfJfflbfcsiRNA^ffl^^^-h 
bT. pSUPER. retro U if a: > ^ >*±®0 N pSIREN-RetroQ (BD;H^^x> 
i/X • ^D>r^^ti) ^ (Proc. Natl. Acad. Sci USA, 100, 1 844-1848, 

40 2003; Nat. Genet., 33. 401-406, 2003) £§3f£©^ ^ — & & If & Z h W 
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I5e 

t?4 JVX^Pt — *mm bfcsiRNAfgSUS^* — t±fBi:|5l^©KLF5 siRNAffl 
DNA^r # A b T b fc *I?H x. ^ * £ — £ N v > £ -f ;i/ ^ ^ $ - £ Jfo b ft v >T 

£ft N 1. ( 1 ) fcf3ttbfcshRNA#-£-j£<**u dCDshRNA*s«BiiartT*«J»f^S^T 

10 3. KLF53»^®«S*«iftl|-r*RNA©jpJfflac' 

(1) KLF5i3J: Dfe¥#rSt4<b^ti^,3t^©^cDWiJ 

KLF5{«^H^i:bTs a^©3te^©^^^rSi4<bbT^?>o KLF5iilE^©£§. 
S£»»r£RNAfcJ;tK KLF5?lfe^©^^«iJ^tL^^ N KLF5t «k Dfe^fS 
&<b£ft£»fc^©^fcMT£££#T-££o KLF5£J; Dfc^#rS^b£;h,£ 
15 Mte^thTlts SMemb. PDGF-A S TGF-/? S VEGFUHzr^— N PAI-1, Egr-l^CD?tfc 

( 2 ) KLF5C»#g©jS?#T 

20 KLFSCDWtm&nm-t&ZhftT^Zx, g^RNA{±. g&Jlfr £ J^ft^T\ 

^WISPf©ibtlT'KLF53tfE^©^WJ^-r^Ci:* s T-^SCDT"s ^td; 
Tt>Y^^X (DmtiTt£tt~Cl£t>& & I MCLF5 ©ggfg©J§PJl h # qjf£ £ & 3 0 

*IB?J3©KLF5*fi^F©»a%^fSfl<Jt«i«!l-r*RHA N £ fcfcigERNASfBSI-rS'** 
■*«M©RNAafct±»RNA%fg3gr5^^^-a:. Eltffli:tTffifflt5«^ # 
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5 3Bi4©*«SW«-r*t:+^«c*©AJfis :7K£ffik 7 >- h fcfcfc?' U -te U 

;k ^ >J ^^ri/xf i/ > - ^ u t^^rD f i/ >±ti^#: (r;i/D->^^) N 
10 ^r^-iy=^^u>vjv\f^ymmm^-x^ji ( h r> -r — >) ^©^^^nwste 

#SPJ3©RNA$£J±^[RNA£#gm-f £s I£RNAg;£&^ ^ — U V 

15 m®©fg#&gBBji 

ili KLFSjifc^^atl&siRNAfcJ; &KLFmte^(Dmm.#Qffl%^To &frt>s 
lOObp-7— £ — s siRNA£#Ab&fro£ififfl|Ss SEAP-siRNAs siRNA No. 2, siRNA No. 
3 S siRNA No. 4, siRNA No. 5 N siRNA No. Q^^tl^timX Ufe«T«©PCRi3 X 2> 
$J£T\ KLF5&S KLF5 mRNAfi*©±i^iM^J. 18S(± S 18S rRNAf£j£<D±ii|igj^CD& 
20 W^mTo 

M2m KLF55tfE^^^«]^siRNA(- ?>KLF53tf5^cZ)%^?P$iJ^^-ro ;££>£>s 
lOObpT— ti— s siRNA£#Ab&frofcifflJ3&s SEAP-siRNA N siRNA No. 7. siRNA No. 
8. siRNA No. 9 N siRNA No. 10, siRNA No. ll s siRNA No. 4s siRNA No. l&^th 
^-n#Abfe«-t:©PCRt c t^>iiJ^:Ts KLF5&. KLF5 mRNAfii*©i§i|'SM^s 18S&s 
25 18S rRNAfij£©iii|igjgtJ©{Jig£^To 

^3 IH KLFS^E^M^^siRNA^^^PDGF-AafE^cD^^pM^^-ro £>b^s 
lOObpx' — £ — s siRNA^Abfrfr-ofc^flSs SEAP-siRNA s siRNA No. 7 S siRNA No. 
8, siRNA No. 9. siRNA No. 10. siRNA No. ll s siRNA No. 4, siRNA No. l^^th 

^nm\\stzmm.^(D?mz£&mfe-c. pdgf-a& s pdgf-a wmk^o^m^M^, 
30 i8S(±, i8s vMk^ommm^cD&.m.^-to 

31 4E] KLF53te^^^^siRNA}c=t§SMemb3tl5^<7)^^fP§iJ*^t-o £ifrt>s 
100bp^-£— „ siRNA^#Ab^^ofeTO s SEAP-siRNAs siRNA No. 7 S siRNA No. 
8 S siRNA No. 9s siRNA No. 10 s siRNA No. lis siRNA No. 4 N siRNA No. l£^tl 
?nmAl'fcmmX"CDKRlz£.%mfe'Z, SMemb&s SMemb mRNA£]*©±ii]iSj^s 18S 
35 (is 18S rRNA&*©*iiH0#3©{AS£^t-o 

KLF5atfe^#^^^siRNA(±SRF?l^^©%^(±}£PML^V^h^^1-o & 
fr£>s siRNA^r^Ab^^o felfflBSs SEAP-siRNA s siRNA No. U siRNA No. 4s 
siRNA No. 7s siRNA No. 9s siRNA No. lO^^fi^timX U^$fflSg-e©PCRt3 £ 
£T-s SRFtis SRFwRU^Mommm^ 18S{±s 18S rRNAS*©±i^I^#JcDfug^^ 
40 "To 
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m6m siRNA No. 4C «fc £ t hKLF5^fc^©#g^M£^o £>\ lOObpT- 
N siRNA£#Ab&frofc*fflB£ N SEAP-siRNA, *5etZ>*siRNA No. 4£^-n^ti# 
A bfcfflJi&^CPCRfc: ASSORT? x KLFfcfc, KLF5 nRNA&jfeCDjgffiSftU 18SB\ 18S 

5 i7i siRNA No. 4l££%JkWft&fflR&(D%t£.<Dmm : &iFTo 8tttl&l$flS (H^) x 
IRWlttai^bfcifflJiajSRTN #{±siRNA No. ^lALfcli, ■ {iSEAP-s i RNA % # A 

ufcjWfla©*g*s^-ro m— «±0!ift4©«i|iflsii7?*ao 

^8 EI siRNA No. 4tc iStMfca&S&^To ^tffi&BfF^ (B&) > £ft$AftB&ft 
^ (mm 3 ) T\ •&KLF5 siRNA No. 4£&#bfcv ^©IMfrijl, ■JiSEAP-siRNA 

15 mmi siRNA£J;£KLF5^K^<Z>#g»P$iJ 
(1) siRNA©81Sg 

KLF5?lfe^©^m^»©jTr 15 siRNA © IB^'J h It, x">XKLF5 cDNA©I5?U 
(GenBankS^#^ : NM_009769, IE#J#-^49) ft>5>, (a) AATte b i; £ 21i&S© 
IB?!k (b) GC^fi#20~80%©2 ^©^fc^T&l;^ llf@©3B#ie?'J£?iiR 
20 bfco fc£U H*&3]*> (IE?'J#-^49©167~169.#g©IS#J) «fc t> 75:tg££*±T 
££©. =3— (lE?!i#-^167~1507#g©IE3 F 'J) |*)©IE?iJT% GC^MA S 40~60% 

©&©£&3-<<SilR-r3 £-5 £ bfeo bfcSB^I©iE5U#-^49t: 3IB3*J© 
jug. GC^S^fit l^ld^bfco M^bfcIB^J©5'^©M£|&^fcl9;^©IE?iJ©T 
*Ut^^fciE2?!IS-?ix j etiiB^J#-^l~llt:^bfco 
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mi 







GC IeT 5 


ftWILtz RNACDIEJO 




siRNA 


AACATGAACGTCTTCCTCCCT 


537-556 


48% 
(10/21) 


CAUGAACGUCUUCCUCCCUTT 


17 


No. 1 


AGGGAGGAAGACGUUCAUGTT 


18 


AAATTTACCTGCCACTCTGCC 


1156-1176 


48% 
(10/21) 


AUUUACCUGCCACUCUGCCUU 


19 


No. 2 


GGCAGAGUGGCAGGUAAAUUU 


20 


AAGGAGTAACCCGGATCTGGA 


1216-1236 


52% 
(11/21) 


GGAGUAACCCGGAUCUGGAUU 


21 


No. 3 


UCCAGAUCCGGGUUACUCCUU 


22 


AAAAGCTCACCTGAGGACTCA 


1303-1323 


48% 
(10/21) 


AAGCUCACCUGAGGACUCAUU 


23 


No. 4 


UGAGUCCUCAGGUGAGCUUUU 


24 


AATCCCCAGACCGTCCATGCC 


151-171 


62% 
(13/21) 


UCCCCAGACCGUCCAUGCCUU 


25 


No. 5 


GGCAUGGACGGUCUGGGGGUU 


26 


AACGCTGCGCCCACCCGCCTG 


1515-1535 


76% 
(16/21) 


CGCUGCGCCCACCCGCCUGUU 


27 


No. 6 


CAGGCGGGUGGGCGCAGCGUU 


28 


AAATGGAGAAGTATCTGACCC 


405-425 


43% 
(9/21) 


AUGGAGAAGUAUCUGACCCUU 


29 


No. 7 


GGGUCAGAUACUUCUCCAUUU 


30 


AAAGTATAGACGAGACAGTGC 


463-483 


43% 
(9/21) 


AGUAUAGACGAGACAGUGCUU 


31 


No. 8 


GCACUGUCUCGUCUAUACUUU 


32 


AAACCAGACGGCAGTAATGGA 


874-894 


48% 
(10/21) 


ACCAGACGGCAGUAAUGGAUU 


33 


No. 9 


UCCAUUACUGCCGUCUGGCUU 


34 


AAGCTCAGAGCGTGGAAGTCC 


2048-2068 


57% 
(12/21) 


GCUCAGAGCCUGGAAGUCCUU 


35 


No. 10 


GGACUUCCAGGCUCUGAGCUU 


36 


AAGCCGTTCCAGTGCATGGTG 


1424-1444 


57% 
(12/21) 


GCCGUUCCAGUGCAUGGUGUU 


37 


No. 
11 


CACCAUGCACUGGAACGGCUU 


38 



5 No. 1— No. UhJ;^) ZMTOkolZ Utillbfeo siRNA No. l~No. ll^tl^ 
tl<D*>XM&£U7>^*>xm<DWZF}%:mimZ7jkl,fz (lS»-^-17~38) o 
siRNA No. 1J± N I^fJ#^17:fecJ;m8©I3?iJ£> h &3 2 #©RNA£. ^^±B*M" 

siRNA No. 2 -No. 11 f± V <i \s > — siRNA ft M ^ y h (Silencer™ siRNA 
10 Construction Kit, T 7 > tf ;t>*±SQ ^Jffi bfc^f >t h Dfe?t i f)libfc 0 
^>t*hDijfc^CDi#Mf1^k:m^DNAi±, tt^M^^A -1t^ai>^^#a^ 
<b^1^£#c3iLfco ££x l£iS£ (Nat. Genet., 32, 107-108, 2002; T^S^I^m 
m&M ^2002/0132788-#BJ§SfflS) CS^^ !E?iJ#^39:fe <tm0©IE?Ufr £ ft £s 
Mi7;t/*ij7t77^- b? (SEAP) 5»e^©S§g|£fflf&!!TasiRNA (£IT, 
15 SEAP-siRNA £ N >ij— siRNAf^S^ y h £*'Jffl bfe^ > If h Pijte^fc 

11 



(2) siRNAt:.J:SKLF5»e^©«afii«!l 
^£*B&jl&M^*fflJ^C3H/10Tl/2- (X^^c : * > • * -f T • jb;^* 

— • ziU^^s > (ATCC) , ATCCS-^- : CCL-226) § <> 13 4 x & <fc 

5 a.6^i;i/-71/-f (13— ^>^±M) fcJtflbfco 1.5 //gCDsiRNA No. 2 S No. 
3 N No. <k No. 5, No. 64octl>'SEAP-siRNA^fi^tL{3 N . ^Ml*l#Ara^ U 7 31^7 
h (polyfectR s *77>ftWD 10 //L^^iP LtS^L, ^ST5~10^^bfc 
^ ^xJl/idMlbfco 5%C0 2 #^T37 o CT'48^P^70^72B#Pb^ >^a.^— > 
U «i3^^i^ti©siRNA^#Abfeo 
10 siRNAtZj;^KLF5jtfE^©^^rp$iJ(is WTt^-TRT-PCR^ «fc \) W.U bfco >^r 

(QIAshredder, *?>f >ftm)&&ZfmMMmm*cy h©RN-f — V— 
(RNeasy, ^7^f>M) *^^TRNA*#|jffibfco i£gtb£RNA£, 30-50 //L© 
a*TfflzK (*«5&®zk N *«§KIi£;&5££?*tSSO tS»U ^fe^Mj^^J- DcDNA^ 
15 ^bfeo jg^K-JfafcU ±b3©RNA^?£ (RNA 1.0 ^g^-) 5xHM2.5 uU 
0.1 mol/L ^ftXl/^f h— ;i/ (DTT) 2.0 ^L, 20 mraol/L dNTP (d^>^l*±S!0 
1.0. 50 /zmol/L 7>n77^T- ( S«ii}*5£ :§?*±§D 2.0 /zk l^v? 
—^mmMX—^—T—M'4> (SUPERase-In. 7>-£*>$±m 1.0 /zL&£tF 
;^-7^'j7-b (PowerScript) .j£3g^g£& (^n>^^/7^±M) 1.0 ul^tf 

20 »«i.o Adg^^bs -&sti8 uuzfrz £o&mm7k%:mz-fzfcjfomm'?:, 42°c-r 
i.5B§r^^bfeo 5 xmmm&xvwTT&^v—x? v y hm.mwmm^<tmco% 

IB^JS-^41j3ctt>*42©iB^J^n^n^^^?. 2^©DNA^^^bs ^tl^frl^ 
•>XKLF5^1^HF^^W^^^-y— F7-7^T- s un— xy^j-? — £ b^o Cti 
25 £>©r^-r v — ^fflV^PCRJ:: J: Ds KLF5 cDNAfr £>IE#J#-5f49©1268~1428# S © 

ia^'j ^ r 3 1 6 ibpcDKM- ifimm $ n % 0 

10xPCR,^tjr^2.5 2.5 mmol/L dNTP (Uyi/^m) 2.0 //L, 5 ^mol/L7^- 

y-F77^T-2.0 /zL. 5 ^mol/LU/t— 775^7- 2.0 juU h7^- ^ 
(HotStarTaq) DNA^U^^— fe' (^'fVttSlk 5#££/,aL) 0.125 #U 18S 

30 rRNA^^jr^^-T— C^^->^mRNA (QuantumRNA) P^i/ypUSfa^m^ T> 
tf7j->1±M) 2 /zL v &lt^7.kl3.375 /tzL N cDNA 1.0 /zLfr^%&25 /zL<DPCRSj& 
^?$£9SMU 95°C7rl5^f*^s ffkgt£94 o C-e30#P^ U >^53°C"c?30S> 

ms ^SSJi&72°C7r40#P B ^OS^§ 1 ^^Jl'hlts 28i^--T ^;i/©PCR^^^bs 
^cD^72°C-ei0^P^^bfe o lOxPCR h^ — 9 V ^DNA^i U p< ^ — 

35 -tftftS^^^^Mbfeo S^©^r«cD0.8%^^D— ^^Vl/mM^Ki^ct 

KLF5 mRNAfcS5te-r^>ii^#[)(161bp)§^mU siRNA£^Ab&frofcWT*©ii 
lig#J©fifcJtf£b;fco ftMl^bTs 18S rRNAlzS3fe-r^iiip§mt) (488bp) £ 
fflV^o II IEHCt^TJ;?^ n> h d— ;i/©SEAP-siRNAtr(iKLF5^E^©B3Ei© 
WJ#Jie>t-i&^©k:;fctU KLF5itfe^£#^lft& s siRNA No. 2 S No. 3. No. 4. 

40 No. 5&£t>*No. 6& N ]&Fm<tt(D%M%1®$}T%Zh&mm-Z%fzo *T*fcx 
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siRNANo. .343«ktfsiRNA No. 4t±3£ < KLF5*-fe^©|gS*ttift!lbfco 

KLF5itfe^^#^etl^siRNAh LTs siRNA No. K No. 4 S No. 7, No. 8 S No. 9. 
No. lO&cfclMlo. ll£ffl^T/±l3^|E013H;:bTs C3H/10ri/2iTO^CDsiRNACD#A 
ts RT-PCR^J;SKLF5?ifE^©^©M*f^ff -^fco H 2 EHc tj^ t~ <£ o t N zj > h 
5 D— ;l/©SEAP-siRNATiiKLF5^<E^©^^©^M7^)^e>tl^V^(Z)^3^rb^ KLF5»fe 
^fc^lft&U siRNA No.4 N No. 7 N No. 8 S No. 9, No. lO&cfclFNo. im s KLF5SI 
^^©^m^SPM-ra d ii^Stl^T" ^feo ^T&s siRNA No. 4 N siRNA No. 7 S 
siRNANo. 9*5J:l>"siRNA No. 10&3ia < KLF5ai"fE^©fgJjl£fPfcJ bfco KLF53tl£d^3 
^^6t»T"fei)t3^^^toe>-r\ siRNANo. lT&WM/O^ tt^^o £ 0 

10 

H»"J 2 KLF53tfE^#^etl^siRNAic J; 3 N KLF5 id £ D UWti^mt^ tl^MB^ 
( 1 ) PDGF-A^E^C^OifPftJ 

KLF5jtfe^^^fitj^ s iRNAi: It, siRNANo. U No. 4. No. 7, No. 8. No. 9. 
15 No. lO&cfclFNo. 11&C3H/10T1/2«^#AU RT-PCRfc £ KLF5iz: £ \) ^aMifi 
r£f£-fb£ ti5 Stfe^T- &PDGF-A»fc^©^©MJT <Ht o fc o 

H«J1 (2) ^|5]^|t3bTs siRNA©C3H/10Tl/2»-\©#;^ cDNACDHM^t 
ofeo !B2?»J#^43j3«trJ t 44©iB?!I* k 5>*:a 2*©DNAS<b^-&^U ^ti^ txPDGF-A 

20 7*7^7- £JE^fcPCRfc:<fc ^ PDGP-A cDNAA»&403bp©BJrM-3&s*(i^tL5o PDGF-A 
a^^Sfitl^^d-y— K/7>f -v— :fc<fctf U^— 777^ "7 — £ N KLF5?H5^# 
^l&&:7 — h*77^f xy^j ^— <Di\t> X) ^ffl^Ts IIW 

1 (2) ©KLF53t<E^©^51M^i:|5l^^bTs PDGF-A?lfE^©^^^*f bfco 
fcfcbPCRfci, PCRK*&J§«[S95 0 C-Cl5^IH«i#^ Ha^tt94°CT-30#P B ^ 7---U 

25 >^53°CT"30#P^ S #SSJte72°C-C40S>|i83&» £> &3^Jfo£ 1 iM £b. 26it-f 
^l/HJfcU ^©f£72*CT107}^{£*#ir3^T*m\ «mr/M{il%T3b*D— ^ 

m 3miZ7TsT£ 9Cs 3 > h n— ;i/©SEAP-siRNA^t£PDGF-A£te^©38^©^f&J 
itfjlkti&V^fclMU KLF53tfc^fc:^g#J&, siRNA No. 4, No. 7. No. 8 S No. 
30 9, No. lO&cfctWo. litis HiFSfc.k bte^ASMtt-fb^nsae^TfeSPDGF-Aatfe 
^©^Ji^^^P^II-?) d h#fi£f&T*§fco "£T*£k siRNA No. 4^ siRNA No. 7 S 
siRNA No. QjS&VsiWk No. 10J±^ < PDGF-A^E?©fg^£3M bfeo KLFSMB^ 
t^||fl«j-efcSt:*ft»*»t>^-fx siRNA No. lTt±fllM#*&ftfcfrofco 
(2) SMemb3tfe^©^il©«3^J 
35 KLF53t<E^t#^Kl^siRNAh bTs siRNA No. U No. 4 N No. 7, No. 8 S No. 9 N 
No. 10*? ctI>*No. ll^C3H/10Tl/2TO-\^Ab, RT-PCRfcr «fc KLF5t «fc Ufe^ 
rStSlb ZiiZ mte^~C £ SMembate?©^©«¥tff 5&fr ^ £ 0 

WMn\ (2) h|5j^icbTs siRNA©C3H/10Tl/2«^©^As cDNAcDldS^T 
ofco IE?d#^45;fe£m6©IB^Jfr£>&& 2#©DNA£-fb3*£-j*U ^tL^'tlSMemb 
40 *fi^Ifi!5:7i-7 - F77^7- ifccfctFUM— 777^fY- h bfeo d;ft,£>© 
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r^>f T— &fflV»fcPCRfc:«fc t>, SMemb cDNA£>£ 235bp©$Ttf-#if 41£n3o SMemb» 

(2) ©KLF5»fc^©S83lfl!MJf J:iit IT, SMemb*fc^©^£i?#T b£ 0 fztd 
5 bPCRfcfc N PCR^Mr^^95°CT-15^P e 1^J#^ s ^^tt94°CT*30#P^ N 

53°C-C*30g>Hx {MM/fo72 o CT-40#rtfr£&3HJfo£ 1 i^-f ^;i/£U 261Mi^;], 

fil 4 EUc^f £ a fc\ 33 > h D— ;]/©SEAP-siRNAT-J±SMemb^s^©2g^©^$!J/bs 
10 H 1 t>ftfc^©fcr*fU KLF5Jtfe^fc:4#^fi?J^N siRNA No. 4, No. 7. No. 8. No. 9. 
No. lO&cklWo. llt£ s KLF5fc«t Ote^tStt-fb^tl^jt^-eftSSMembate^O 
#£i.i£&£PftJ-f 3£ h^fit^T-^feo siRNA No. 4. siRNA No. 7. siRNA 

No. 9iJj;I>*siRNA No. lO&Sl < SHembfce^OSEBfcttiifc! bfco KLF53tfK^£#S 
8rC&S£*J&>fr;fo£>-*\ siRNA No. ra±8JM#*£ft&frofc 0 
15 (3) KLF5jt^^^^siRNA{3ck^3t<E^^©?P$iJ©#^ 

KLF5*^?fc*|£fi<J&siRNAfc: «fc 53tfe^©#83&©«]f&|;&s N KLF5stfe^j5 £t>*KLF5 

.•siRNA*C3H/10Tl/2jWia^Abx RT-PCRfc «fc t) JfofjfJfrgB^ (SRF) 5Ife^©^H 
£li¥*T"r tK tfeSEbfeo SRFfcfe^Ji^lBffl^^^rsfE^H^ 

20 ©jft^pefctK KLF5t:«k *)m^&f£&<b£tiZ3&te3--C'\±te^ 0 

KLF5?lfe^^^S^/^siRNAh bTs siRNA No. K No. 4 S No. U No. 9:fecfc£>*No. 

io^^^Ts nmmi (2) ^iituts sim&c3H/ioTi/2jffljte^*Abfc&* 

RT-PCRfc: «k*»fe^3g(0»*f*fTofco IE^#-^47*5cfcI>*48©IS^j7^e>^^ 2* 
©DNA£<h^i^fcU *ft*ftSRFat&?#||fl?J)&:7;*-l7 — F7*7^Y- £5£Z>*>;m 
25 —xy^j^—tVfzo Z.nt><&^^^ -T — ^ffl^fePCRic J; (3 , SRF cDNAA* £> 
519bp©»r>t^Ji|iS^n^o SRF»fe^f#|l$&:7;r 1 7- T-^i^UM- 

x ^ -r ^— ^s klf531^-?#^^ 7 * <7 — k r 5 43 <t i>* u x r ^ 

■^-©ftfc>D tfflV^Ts «#'J1 (2) ©KLF5?tfE^©^i?^h|5l^^ bTs SRF 

a^^cD^^^tfbfeo fe*:bPCR{± N PCR^««^95°Ct-157>P^J#mx tfcgE 
30 t494°C-e30#^ N T^-U >^*53°CT30#P B ^ #gSnS72°CT40#K^e, & 

£11M^;i/hU 2$V4 P^mM^s -€©^72°CT'107>FHW^1-^^^T ; ff W 

SflM tei; 1 . 2 % T 7 # D — 7s ?)VX*?r o o 
M5EiC7jN-rJ;ai3. KLF SMi^lZ^m&D^ siRNA No. 1, siRNA No. 4, No. 7 S 

No. 9&J;Z>*No. IQ±XIZ^^X, =» > h D — ;i/©SEAP-siRNAh IqJIf^ SRFMiix-p 
35 <D$&M(Dmm&frt>tlti:fr-otzo bfc^^ts KLF5?tfE^^^^^siRNA(i, 

nift Mfc=?-±V£(D%m*. nmr % ©-? & < , klfs^e^^ £ i>-klf£ £ ^ i*^© 

3 siRNA {3 t h KLF53il£^©|gWl]$iJ 
40 ll»J 1 TftMbfcsiRNA No. 4& s KLF 5 cDNA©^3£iH^J (IE^'J#-^49) 
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©1303~1323#g©IB#J (AAAAGCTCACCTGAGGACTCA) £ & £ iz LfesiRNAT'fe D , 
C3H/10Tl/2«EBBStc:^3V^-r ^*©KLF5«fc^©fgm£3iK #PfrJ Lfco bfrU 3© 
AAAAGCTCACCTGAGGACTCA ©I2?'J&.> t h KLF5 cDNA©i£SIB3*J (IE?'J#-*f50) ©1481 
~1501#a£&i£;£-f 3fc#>x siRNA No. 4{i < t h ©KLFSit-fs^© 

5 ^Jl*?P$iJ-r?)^ ^^^^tl^>o WT© -5 fc: L"£\ siRNA No. 4#k hKLF5*t<f5 
=5-<D$m & < r & £ h &fi£K b o 

t h£V^f£MMft&if« (HUVEC. : HftMIHs : CC-2517). 

£^3xl0 5 {@i:&3cl;afc6 cm^ y->o. (zi-->^±) tjfitfc 0 200 pmol© 
siRNA No. 4*5ctt>*SEAP-siRNA^n^^l(3 s MUfom>XUM (V#7^P h 7 ^ > 
10 2000 s ^>t-hD^>*±S£) 10 ^L^^DUT^U ^T20^^bfe^s 
^i^^^-f V->3-\zmimLtzo 5% C0 2 ^T37 °CT-24B#P B ^ >ari^— ^ 3 > 
i»£^ft^tL©siRNA£#ALfco 
H»'J1 (2) ^IB«Sbfc^i:|5lD^T\ *fflJ»£>RNA£Jii&tU RT-PCRtcfc 

15 x>- N — hltii, ^»'J 1 Tm^ciB?U#-^41£J;l>*42^ti,^ 

n©IB?'J;b>£>&&DNA£m^o <m^CDr-5^ v— &m^tzPCRlz£ Ds fchKLF5 
cDNAfr ia?d#-5f 50©1446~1606# @ ©IB?iJ icffi^ f 3 16 lbp©@fT*T-#ii"l>I £ tl £ o 
SJSm©i§$E©0.8%^#n — ^>f;i/«mr7lclij{l £ ^ KLF5 mRNAtcS^-r 3'i§iPIM 

t/(i6ibp)^^mu. siRM&mA^tefr^fzM^vm^mmwmt&mvtzo ^ 
20 mwiibTs i8s TRuiz&&-rz>mimmm (488bp) ^it^co it6 ihm^i- 

fc N ^> h D-^©SEAP-siRNAT-^KLF5^E^©^5^©jq]M/^B^n^V^©i3^fbs 
ILFmfc^lzftmtfJte, siRNA No. 4fc* N t h ^^,^^M|^jgffiJ^©KLF5^1-^E^©^ 
Jjl^Wl^JLT^fco bfc/b^Ts siRNA No. 4&^ e7X©KLF53ll£^£ s t 
h ©KLF5itfc^©»l£>3ii < »JT- ^ £ CI tlfco 
25 m2M^ ^WJlT-^->^KLF53ife^©^ii^TOiJU^siRNA No. 2—4*5 £l>7 
-lliz&^Ts ISSfC^^^bfe^^^KLFS cDNA±©21^^©iB^iJj3 c i;OTE^J#^- 
49S3;)ott3^©{iL«iu ^x-^XlB^Jt^-r^, b hcDNA±©21i&S©IB5*k IB^'J 

#-^50(3^(t?,^©^g N i^t >IB^J^^>5'^i©AA$|^v^^RNA©ia^J^^-rI^^J# 

^r^Ltio %:3ns SiRNA No. 5*5d;tK6^ #=( - KSgi$©IE3HJ£ & ^ Iz Lt V^S 
30 fc#> N ^1-^ t hiB^J(±^^^^ofeo Cti^©t MB?'J£& h^bfe-^llRNA 
& t hKLF53Ife^©^£«iJir£h%^;ft3o te&s siRNA No. 4, 8*5ctt>*10 
te> ttJfcTZM YmW?Oxm.F]b±<mVT:fot), siRNA No. 8*5j;l510(is 
siRNA No. Atmmi^ XKLFmi^fd^^ < fc hKLF5Mfs^©^ii,§TOJ-r 
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B2 



siRNA 


KLF5 cDNA 


b b KLF5. cDNA 




. MLm. 




in he 




No. 2 


AAATTTACCTGCCACTCTGCC 


1156-1176 


AAATTTACCCACCACCCTGCC 


1334-1354 


12 


No. 3 


AAGGAGTAACCCGGATCTGGA 


1216-1236 


AAGGAGTAACCCCGATTTGGA 


1394-1414 


13 


No. 4 


AAAAGCTCACCTGAGGACTCA 


1303-1323 


AAAAGCTCACCTGAGGACTCA 


1481-1501 


4 


No. 7 


AAATGGAGAAGTATCTGACCC 


405-425 


AAATGGAGAAGTATCTGACAC 


583-603 


14 


No. 8 


AAAGTATAGACGAGACAGTGC 


463-483 


AAAGTATAGACGAGACAGTGC 


641-661 


8 


No. 9 


AAACCAGACGGCAGTAATGGA 


874-894 


AAATCAGACAGCAGCAATGGA 


1040-1060 


15 


No. 10 


AAGCTCAGAGCCTGGAAGTCC 


2048-2068 


AAGCTCAGAGCCTGGAAGTCC 


1226-1246 


10 


No. 11 


AAGCCGTTCCAGTGCATGGTG 


1424-1444 


AAGCCCTTCCAGTGCGGGGTG 


1602-1622 


16 



^»'J4 KLF53ifE^cD^m^M$iJ-r?) siRNA tz^^,j&Wf*IJS«©^cDPfl^ 
KLF5?tfc^©»l££PffciJ-f£ siRNA No. 4c7\ JfaWrtJ^«©^^^f-r 

I& (J. Cell Biol., 147, 1073-1084, 1999; Becton, Dickinson and Company, 
Technical Bulletin, 429, 1998) IzX^M^fzo 

t h£l^#MlMl*lj£*fflJ§£ (HUVEC, : E)fc^E S D D p #f : CC-2517) 

£$<j3xl0 5 fHh&§ £3k:6 cm^^^->j- (zj — ->^±) idJSMbfeo siRNA No. 
10 m^TJn > h d— ;KDSEAP-siRNA^ti^ti200 pmolMlO ^L©$fflJ3Sp«g^AiS^ (U 
31^7^ ? >2000, -i >tf h n^^>ttM) ^MStk S^bs ^rUT20^-f>^- 
j.^— ^>3>b£:^ M$r^'r>iiiii0lfco 5% CO 2 #ST37°CT:180^F^'f 
>3r^^— ^>3>U siRNA£i*Abfco 
siRNA#A*fflHaS^^s 5 Ag/mLcDMJ^&Jl^feJjl (*M-f>AM, |bJ 

tmm, mmk, mmmm^^io'm/muz^^xoizMmm^mmmmm^m (ebm-2 s 

=ft,m,M%tm) tSISlfco HTS7;^D7*P y^MS'JSH >-tf— h (24>> J i;i/r 

20 m^ommmoo ui%, 2^t>^)vyv— bdi^&io ngM©t hVEGF (R7>kd 
fc&is&sso 600 M^n^n^nufco 

25 T (Scion Image, ScionftSO ^ffl^Ts £ atfflO b 0 SI 7 Tfs 1" <£: 
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zj> hD— ;i/CDSEAP-siRNA£J£RbTs KLFSjte^gft&siRNA No. 4£# 

5 . H»J5 KLF5»^©»^%#P*JT*siRNA©-f >t^T©Jto«*f^lfflS%JR 
KLP5Jt^©^31§fPftiJ-rSsiRNA No. 4©-f > fcf #T?©J0&LS3ff£Ma&^& N 
Tt^tia*Thi;y;i/ (Matrigel) Zm^tzTy-tej (Proc. Natl. Acad. Sci. 
USA, 94, 13612-13617, 1997; J. Biol. Chem., 277, 6667-6675, 2002} iz X D fl 

10 v h 'JWH^ftH:, ?F'jy;i/?h'J^7 (BD M-f ^ 0.5 

mL (5 mg») Iz^^XWG? [R7> KDi'^rAXIi (R& D Systems Inc.) SSL 
*^'n^4S-5493-M\0 0.6 ui, t> i/i&^&mmWMMMmm^ (bFGF, RT> h*D 
^X-^AXftSBk **D^#-^133-FB) 0.6 /zg;fc £lFsiRNA No. 4 10 ^g^iDis 

7K±-ef^y^ >^J:Di^iTMLfco 3>hD-;^u, siRNA No. 4 

15 ©ftfoDfcSEAP-siRNA£fl§^fc^ h U bfco UMbfcx' h U 

6 3li^©^l-^©C57BL/6T'i7X<DW4 I ©JST{3f±Sirbfco v±*fl4H^ 

fbbfeYh'j^^Dajifco mtjmufcv h uwsPBst? 10MU 10%* 

M7jl/ft K-PBSiS$ttT?BlS£b;fco mfchtz^ b mmmiz-bv h bt;^ 

20 ^-^>T-^bfeo ^febfe h v 7}iwfr*m$km~cmmisfzo 

^(D^m, 3 > h D— ;i/CDSEAP-siRNA§iP^fc^ h U ^;i/-£fc£ N T h U 
*PbfcVEGF^it>*bFGFfc^bTs ^^©J&Wf^J^lfflJ^^^ bTs Vh^>^I 
£^?HbX^ U siRNA No. 4^jDx.fev h 'J^jl/-eiiY h U f)\,fa^(DM 

^ftjuMmtDmrntimfflgtix^^tzo ^tz^^xiiFsmi^cDm^nm-r^simk 

6 KLF5*fc^©fgg|£iM-r & siRNAcTM > b^T"©Jftffi^ijJ|l 
KLF5«fc^©^5l£»J-r3siRNA No. 4©^ > b*'T©^JM£jjlil£, W.T©£ 

30 ;*X5Mi£©C57BL/6^*©Tf ^©jgTt s XS$^T>lfflJ§attLL/2 (A 

3^6 : ^B*SI^#t, ts^u^m^ : 09-1642) £ 1 x 10 6 M&tf b fzo Y±*f2 
;M XM^>^S^^tiTV^^©?:fit^b, #>M^2j£T£ siRNA No. 4£& 
Itbfeo =i > h u-jvt bTSEAP-siRNA^|5j^tz^>jl7atj^TS#bfeo siRNA 
No. 4joJ;t>*SEAP-siRNA©^fitt^>>XlK$)fe>9l ,ag£50 //L©&*fffl7K (**f 
35 ^StKs T-^J§?bfc&©£ffll\ M)HSH:IIS8BSs 

1 B 1 ®Xft -=>tz 0 &#H^©M£©<fcS&£TfE5£ ( 1 ) £ffl^THm 

i£(l) : mmwm. (mm 3 ) ={ffi«S^(mm)xM^i|ii(miii) 2 }/2 

^©&£JH. M8Hlt^-rj;^^ s :n > h D— ;i/©SEAP-siRNA^^^bfe^«>X-e 

40 commwm\±, &#§s£&£^ii#nbT^<©Mu sirna No^&^bfcT^x 
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5 r IB^M7 U— 5^;* hj 

IE3*J1£^- 1 -fPJ3# : 7*#&H ; RiH-g!3 ; 
f§fE# : BTOt* 

IE3«-Sfl7-siRNA No. 1 

E?!l#518-siRNA No. 1 
10 lH^J#-^-19-siRNA No. 2 

lE^'JU^O-siRNA No. 2 

IB3*J#-^21-siRNA No. 3 

IE^J#-^22-siRNA No. 3 

IE3HJ#-5§23-siRNA No. 4 
15 153*111-^24 -siRNA No. 4 

123*111-^25 -siRNA No. 5 

!E3 r >J#-^-26-siRNA No. 5 

!B3«-*§-27-siRNA No. 6 

IE3«-$f28-siRNA No. 6 
20 lE3 r U#-^-29-siRNA No. 7 

lE^'J^-^O-siRNA No. 7 

ia^'J^-^-31 — siRNA No. 8 

lE3 r U#-^32-siRNA No. 8 

!E3«-5§-33-siRNA No. 9 
25 lE3 ? U#-?-34-siRNA No. 9 

lE3HJ#-?-35-siRNA No. 10 -te>xm 
' lE3ni#-5§36-siRNA No. 10 ^>^-fe>^II 

!E3Wf37-siRNA No. 11 -fe>^il 

lE^JS^SS-siRNA No. 12 ^>^-fe>^fI 
30 IB3*J#-5f39-siRNA-SEAP -fe>;*il 

IE3«^40-siRNA-SEAP T>^-^>xm 

!E3«-^42-KLF5?tfc^lilft U ^—X 7^ 

35 lE3 ? 'J#-?-44-PDGF-A^lfE^^^U^*-xr^-r^- 
IE3«-5f 45-SMenMfe^^fitl7 ^7-^77-1' 
lE3*J#-^46-SMemb«fc^gl£) U ^ 7^ "7— 
IE3 ? iJ#-^-47-SRF»1'e^#M ft 7 t9-h*77^7- 
lE3 r iJS-^48-SRFit{E^^B^ 'J n-^77^Y- 
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T>7^-fe>^ii 

7 ? >7^-te>^il 



1. KLF5 nRNA©^r415^30*at©iB^J*«tVteiB^Jfcffl»ftftiB^J*^^ N 
KLF5&fc^®#6g!£#PfiiiJT3RNAo 

2 . KLF5 mRNA# fc h £ f z l± T r> ^ ©KLF5 mRNAT? £ s If &m 1 f 3*4©RNA 0 
5 3. RNA^ N KLF5 mRNA©^1-^15~30^©SH^iJcD^ c fcl>*Mi2^J^ffl^^55; 
IE^JcDii^^>^^-^|iRNA©^n^n©iIc7)3'5^(3 1~6{|S©^^U7}-^ KSf^iP 
Ufe-*tlRNAT^^), tif^lff 1 gjfcfci 2 tCg3«©RNA 0 

4. RNA# N KLF5 mRNAO^t"^ 15~30^»©IB^7b^ ^§RNA*5 ct^IB^'J hffi 
M#J&IB?!jfr£>&&RNA£ N ^-^-t-t 'J 37 ^ h'fo&f s 3 5 ^£1~6 

10 M©**U*^K*ttjQLfc. ^7fc:>«l5t$^fig-rsRNA-CfeSs »*®l*fcfcfc 
2 IcfBigORNAo 

5. J^TO(a)~(c)*^^^S¥^^31«n§KLF5»fE^©^^^J1-^RNAo 

£ & 3 —ifmmk(T) Jg- 3 • 5i£ t: 2 ~ 4 {II© ^ y £ fcj;^ dp- ^> ^ 
15 SS>;i/&§fl1rabfc— ^ilRNAo 

(b) MB?y#-^2~16©^imfr locDlE^J^^^^RNA^ck^iE^J^ffiM^^IB 

•9— ^-Urf^^U^-^ KT*o&^ N 3 , i^^2-4f@£Dr> y i?;i^K*fcl±5=d-^rS/i*: 

^■^^;i/KSN-jnufcs ^^b*>^^^-rsRNA 0 

20 ( c ) IB^'JS-^ 2 —lKWTftfr 1 o©fB^J©ii:fec£l>*^IB?iJ^Ml$&IB^J©fj| 
/b>£>&3 — *ilRNA©^n^tl©fl©3'^(3 2m<Dt> U ^ViSf^Dbfe- *flRNA 0 

6 . If^Jl 1~ 5©^Ttt^ lJlizfBa©RNA^^-r§-<^^— 0 

7 . fflfj&JH 1 ~ 5 <wr*xfr UItfBtt®RNA^7c(ilf^JS 6 fcfBtt©'*** — £ 

25 t3ifcfc«kD. H«*©KLF5?t^cD^^K]$iJ-r^^^o 

8 . sf^Jg 1 ~ 5 ©Uimfr 1 ^tSB«©ENA*fcl±ai^ 6 tfBfS©^ ^ — £ . 

1 0 . SMcJg 1 ~ 5 <DWimtt> 1 ^fcfEtt©RNA£fcfcJ:ii$;$cJg 6 fcgS*B©^* — 

i i . ,m&m i~5 ©iA-rn^ 1 JifctBf^RNA^fc&ii^Ji 6 tiesa©^ 

35 12. si>fcll 1 ~ 5 ©lN-f 1 Jg^H3tg©RNA^fei±sf^cJg 6 fcfBf&©>^^ — 



^;i/y^;i/lKH-?5 (KLF5) cDNA©«a£IBai ^iSffi- b fe> KLF5 mRNACDMil 
J^4 I ©KLF5^l£^©fg5l£ffl$iJt-3 £ h#T:#3o I£RNAg; fcte^RNA^aHf 3 



20 



w> 1 m 



100bp siRNA SEAP- siRNA siRNA siRNA siRNA SlRNA 
T— A — siRNA No. 2 No. 3 No. 4 No. 5 No. 6 




<-18S 
<-KLF5 



1/8 



m2m 



100bp siRNA SEAP- siRNA siRNA siRNA siRNA siRNA siRNA siRNA 
-?-*>- siRNA No. 7 No. 8 No. 9 No. 10 No. 11 No. 4 No. 1 




r «-KLF5 



2/8 




3/8 



100bp SlRNA SEAP- siRNA siRNA siRNA siRNA siRNA siRNA siRNA 
-?-t>- siRNA No. 7 No. 8 No. 9 No. 10 No. 11 No. 4 No. 1 




<M8S 
<-SMemb 



4/8 



♦ * f 




5 m 



SiRNA SlRNA siRNA siRNA siRNA siRNA SEAP- 




5/8 



H6m 



lOObp siRNA SEAP- siRNA 
SiRNA No. 4 



18S 
KLF5 




6/8 



7 m 



80 




7/8 




8/8 



SEQUENCE LISTING 

< 1 1 0 > Nagai, Ryozo; Manabe, Ichiro; Kyowa Hakko Kogyo Co., Ltd. 
< 120 > RNAs which inhibit KLF5 gene expression 

<130> 1596 

<150> JP 2003-202863 
<151 > 2003-07-29 

<150> JP 2004-075115 
<151> 2004-03-16 

<160> 50 

<170> Patentln version 3.1 

< 2 1 0 > 1 
<211> 19 
<212> RNA 

< 2 1 3 > Mus musculus 

<220> 

< 2 2 3 > Inventor: Nagai, Ryozo; Manabe, Ichiro; Ishihara, Atsushi; 
Inventor: Tottori, Tsuneaki 

<400> 1 

caugaacguc uuccucccu 



<210> 2 

<211> 19 

<212> RNA 

<213> Mus musculus 

<400> 2 

auuuaccugc cacucugcc 



<210> 3 

<211> 19 

< 2 1 2 > RNA 

< 2 1 3 > Mus musculus 

<400> 3 

ggaguaaccc ggaucugga 



<210> 4 

<211> 19 

<212> RNA 

< 2 1 3 > Mus musculus 
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<400> 4 

aagcucaccu gaggacuca 



<210> 5 

<211> 19 

<212> RNA 

< 2 1 3 > Mus musculus 

<400> 5 

uccccagacc guccaugcc 



<210> 6 

<211> 19 

<212> RNA 

< 2 1 3 > Mus musculus 

<400> 6 

cgcugcgccc acccgccug 



<210> 7 

<211 > 19 

<212> RNA 

< 2 1 3 > Mus musculus 

<400> 7 

auggagaagu aucugaccc 



<210> 8 

<211> 19 

<212> RNA 

< 2 1 3 > Mus musculus 

<400> 8 

aguauagacg agacagugc 



<210> 9 

<211> 19 

<212> RNA 

< 21 3 > Mus musculus 

<400> 9 

accagacggc aguaaugga 



<210> 10 
< 21 1 > 19 
<212> RNA 



< 21 3 > Mus musculus 



<400> 10 

gcucagagcc uggaagucc 



19 



<210> 11 

<211> 19 

<212> RNA 

< 2 1 3 > Mus musculus 

<400> 11 

gccguuccag ugcauggug 19 



<210> 12 

<211> 19 

<212> RNA 

< 2 1 3 > Homo sapiens 



<210> 13 

<211> 19 

<212> RNA 

< 21 3 > Homo sapiens 

<400>. 13 

ggaguaaccc cgauuugga 19 



<210> 14 

<211> 19 

<212> RNA 

< 2 1 3 > Homo sapiens 



<210> 15 

<211> 19 

<212> RNA 

< 21 3 > Homo sapiens 

<400> 15 

aucagacagc agcaaugga 19 



<400> 12 

auuuacccac cacccugcc 



19 



<400> 14 

auggagaagu aucugacac 



19 



<210> 16 
< 21 1 > 19 
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< 2 1 2 > RNA 

<213>. Homo sapiens 

<400> 16 

gcccuuccag ugcggggug 



<210> 17 

< 2 1 1 > 21 
<212> RNA 

< 21 3 > Artificial 

<220> 

<223> siRNA No. 1 sense strand 
<220> 

< 2 2 1 > misc_f eature 
<222> (20). .(21) 
<223> DNA 

<400> 17 

caugaacguc uuccucccut t 



<210> 18 

<21 1 > 21 

<212> RNA 

<213> Artificial 

<220> 

< 22 3 > siRNA No. 1 antisense strand 
<220> 

< 2 2 1 > misc_feature 

<222> (20). .(21) 

<223> DNA 

<400> 18 

agggaggaag acguucaugt t . 



<210> 19 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 2 sense strand 

<400> 19 

auuuaccugc cacucugccu u 



<210> 20 

<211> 21 

<212> RNA 

<213> Artificial 



<220> 

<223> siRNA No. 2 antisense strand 
<400> 20 

ggcagagugg cagguaaauu u 



<210> 21 

<211> 21 

<212> RNA 

<213> Artificial 



21 



<220> 

<223> siRNA No. 3 sense strand 
<400> 21 

ggaguaaccc ggaucuggau u 21 



<210> 22 ■ 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> s-iRNA #3 antisense strand 

<400> 22 

uccagauccg gguuacuccu u - 21 



<210> 23 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 4 sense strand 

<400> 23 

aagcucaccu gaggacucau u 21 



<210> 24 

<211> 21 

<212> RNA 

<213> Artificial 
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<220> 

<223> siRNA No. 4 antisense strand 
<400> 24 

ugaguccuca ggugagcuuu u 



<210> 25 

<211> 21 

<21 2 > RNA 

<21 3 > Artificial 

<220> 

<223> siRNA No. 5 sense strand 

<400> 25 

uccccagacc guccaugccu u 



<210> 26 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 5 antisense strand 

<400> 26 

ggcauggacg gucugggggu u 

<210> 27 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 6 sense strand 

<400> 27 

cgcugcgccc acccgccugu u 



<210> 28 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

< 22 3 > siRNA No. 6 antisense strand 

<400> 28 

caggcgggug ggcgcagcgu u 



<210> 


29 


<21l> 


21 


<212> 


RNA 


<2l3> 


Artificial 


<220> 




<223> 


siRNA No. 7 sense strand 


<400> 


29 


auggagaagu aucugacccu u 


<2l0> 


30 


<2ll> 


21 


<2l2> 


RNA 


<2l3> 


Artificial 


<220> 




< 2 2 3 > 


siRNA No. 7 antisense strand 


<400> 


. 30 


gggucagaua cuucuccauu u 


<2l0> 


31 


<2ll> 


21 


<2l2> 


RNA 


<2l3> 


Artificial 


<220> 




<223> 


siRNA No. 8 sense strand 


<400> 


31 


aguauagacg agacagugcu u 


<2l0> 


32 


<2ll> 


21 


<2l2> 


RNA 


<2l3> 


Artificial 


<220> 




<223> 


siRNA No. 8 antisense strand 


<400> 


32 



21 



21 



21 



gcacugucuc gucuauacuu u 21 



<210> 33 
<211> 21 
<212> RNA 
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<213> Artificial 
<220> 

<223> siRNA No. 9 sense strand 
<400> 33 

accagacggc aguaauggau u 



<210> 34 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 9 antisense strand 

<400> 34 

uccauuacug ccgucuggcu u 



<210> 35 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 10 sense strand 

<400> 35 

gcucagagcc uggaaguccu u 

<210> 36 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 10 antisense strand 

<400> 36 

ggacuuccag gcucugagcu u 



<210> 37 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 11 sense strand 



<400> 37 

gccguuccag ugcauggugu u 



<210> 38 

<211> 21 

<212> RNA 

<213> Artificial 



<220> 

<223> si RNA No. 11 antisense strand 
<400> 38 

caccaugcac uggaacggcu u 



<210> 39 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> SEAP-siRNA sense strand 

<400> 39 

agggcaacuu ccagaccauu u 



<210> 40 

<211> 21 

<212> RNA 

< 2 1 3 > Artificial 

<220> 

<223> SEAP-siRNA antisense strand 

<400> 40 

auggucugga aguugcccuu u 



<210> 41 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

< 2 2 3 > KLF5 gene specific forward primer 

<400> 41 

ggttgcacaa aagtttatac 



<210> 42 
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<211> 
<212> 
<213> 



22 
DNA 

Artificial 



<220> 

<223> KLF5 gene specific riverse primer 
<400> 42 

ggcttggcgc ccgtgtgctt cc 



<210> 43 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> PDGF-A gene specific forward primer 

<400> 43 

ctccagcgac tcttggagat ag 



<210> 44 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

< 2 2 3 > PDGF-A gene specific riverse primer 

<400> 44 

ttcaggttgg aggtcgcaca tg 



<210> 45 

<211> 25 

<212> DNA 

<213> Artificial 

<220> 

< 223 > SMemb gene specific forward primer 

<400> 45 

aatgcccgcc agcagctgga gcgac 



<210> 46 

<211> 25 

<212> DNA 

<213> Artificial 

<220> 
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<223> SMemb gene specific river.se primer 
<400> 46 

gctccttata ctgatccgca tgccg 



47 
25 
DNA 

Artificial 
<220> 

<223> SRF gene specific forward primer 
<400> 4.7 

tggcaccagt gtctgctact gtcag 



<210> 48 

<211> 25 

<212> DNA 

< 21 3 > Artificial 

<220> 

< 22 3 > SRF gene specific riverse primer 

<400> 48 

gctgccctat cacagccatc tggtg 



<210> 49 

< 21 1 > 1591 

<212> DNA 

< 2 1 3 > Mus musculus 

<220> 

<221> CDS 

<222> (167). . (1507) 
<223> 

<400> 49 

ccgagcccag gagccccgat ctccgtgccc gccttcgtga gcgtctggct gccggcccag 

gggtcccccg ccgcggcccc ccgccgagtc cgccgtcccg tgccagcccg agcgaggtgg 

gatcgcgatc gctccgtgtc <£cgctcccgt aatccccaga ccgtcc atg ccc acg 

Met Pro Thr 
1 

egg gtg ctg acc atg age gec cgc ctg gga cca ctg ccc cag ccg ccg 
Arg Val Leu Thr Met Ser Ala Arg Leu Gly Pro Leu Pro Gin Pro Pro 
5 10 15 



<210> 
<211> 
<212> 
<213> 
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gcc gcg cag gcc' gag ccc gtg ttc gcg cag etc aag ccg gtg ctg ggc 271 

Ala Ala Gin Ala Glu Pro Val Phe Ala Gin Leu Lys Pro Val Leu Gly 

20 25 30 35 

get gcg aac ccg gcc cgc gac gcg gcg etc ttc tec gga gac gat ctg 319 

Ala Ala Asn Pro Ala Arg Asp Ala Ala Leu Phe Ser Gly Asp Asp Leu 
40 45 50 

aaa cac gcg cac cac cac ccg cct gcg ccg ccg cca gcc get ggc ccg 367 

Lys His Ala His His His Pro Pro Ala Pro Pro Pro Ala Ala Gly Pro 

55 60 65 

cga ctg ccc teg gag gag ctg gtc cag aca aga tgt gaa atg gag aag 415 

Arg Leu Pro Ser Glu Glu Leu Val Gin Thr Arg Cys Glu Met Glu Lys 
70 75 80 

tat ctg ace cct cag etc cct cca gtt ccg ata att tea gag cat aaa 463 

Tyr Leu Thr Pro Gin Leu Pro Pro Val Pro lie He Ser Glu His Lys 

85 90 95 

aag tat aga cga gac agt gcc tea gtg gta gac cag ttc ttc act gac 511 

Lys Tyr Arg Arg Asp Ser Ala Ser Val Val Asp Gin Phe Phe Thr Asp 

100 105 110 115 

act gaa ggc ata cct tac age ate aac atg aac gtc ttc etc cct gac 559 

Thr Glu Gly He Pro Tyr Ser He Asn Met Asn Val Phe Leu Pro Asp 
120 125 130 

ate act cac ctg aga act ggc etc tac aaa tec cag aga cca tgc gta 607 

lie Thr His Leu Arg Thr Gly Leu Tyr Lys Ser Gin Arg Pro Cys Val 

135 140 145 

aca cag ate aag aca gaa cct gtt ace att ttc age cac cag age gag . 655 

Thr Gin He Lys Thr Glu Pro Val Thr He Phe Ser His Gin Ser Glu 
150 155 160 

teg acg gcc cct cct cct cct ccg gcc ccc ace cag get etc ccc gag 703 

Ser Thr Ala Pro Pro Pro Pro Pro Ala Pro Thr Gin Ala Leu Pro Glu 

165 170 175 

ttc act agt ate ttc age tec cac cag acc aca gcg cca cca cag gag 751 

Phe Thr Ser He Phe Ser Ser His Gin Thr Thr Ala Pro Pro Gin Glu 

180 185 190 195 

gtg aac aat ate ttc ate aaa caa gaa ctt cct ata cca gat ctt cat 799 

Val Asn Asn He Phe He Lys Gin Glu Leu Pro He Pro Asp Leu His 
200 205 210' 

etc tct gtc cct tec cag cag ggc cac ctg tac cag ctg ttg aat aca 847 

Leu Ser Val Pro Ser Gin Gin Gly His Leu Tyr Gin Leu Leu Asn Thr 

215 220 225 

ccg gat eta gac atg ccc agt teg aca aac cag acg gca gta atg gac 895 
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Pro Asp Leu Asp Met Pro Ser Ser Thr Asn Gin Thr Ala Val Met Asp 
230 235 240 

acc ctt aat gtt tct atg gca ggc ctt aac cca cac ccc tct get gtt 943 
Thr Leu Asn Val Ser Met Ala Gly Leu Asn Pro His Pro Ser Ala Val 
245 250 255 

cca cag acg tea atg aaa cag ttc cag ggc atg ccc cct tgc acg tac 991 
Pro Gin Thr Ser Met Lys Gin Phe Gin Gly Met Pro Pro Cys Thr Tyr 
260 265 270 . 275 

acc atg cca agt cag ttt ctt cca cag cag gec act tat ttt ccc ccg 1039 
Thr Met Pro Ser Gin Phe Leu Pro Gin Gin Ala Thr Tyr Phe Pro Pro 
280 285 290 

tea cca cca age tea gag cct gga agt ccc gat aga caa get gag atg 1087 
Ser Pro Pro Ser Ser Glu Pro Gly Ser Pro Asp Arg Gin Ala Glu Met 
295 300 305 

ctg cag aat etc acc cca cct ccg tec tat gec get aca att get tec 1135 
Leu Gin Asn Leu Thr Pro Pro Pro Ser Tyr Ala Ala Thr He Ala Ser 
310 315 320 

aaa ctg gcg att cac aac cca aat tta cct gec act ctg cca gtt aat 1183 
Lys Leu Ala He His Asn Pro Asn Leu Pro Ala Thr Leu Pro Val Asn 
325 330 335 

teg cca act etc cca cct gtc aga tac aac aga agg agt aac ccg gat 1231 
Ser Pro Thr Leu Pro Pro Val Arg Tyr Asn Arg Arg Ser Asn Pro Asp 
340 345 350 355. 

ctg gag aag cga cgt ate cac ttc tgc gat tat aat ggt tgc aca aaa 1279 
Leu Glu Lys Arg Arg- He His Phe Cys Asp Tyr Asn Gly Cys Thr Lys 
360 365 370 

gtt tat aca aag teg tct cac tta aaa get cac ctg agg act cat acg 1327 
Val Tyr Thr . Lys Ser- Ser His Leu Lys Ala His Leu Arg Thr His Thr 
375 380 385 

ggc gag aag ccc tac aag tgc acc tgg gag ggc tgc gac tgg agg ttt 1375 
Gly Glu Lys Pro Tyr Lys Cys Thr Trp Glu Gly Cys Asp Trp Arg Phe 
390 395 400 

gee egg teg gat gag ctg acc cgc cac tac agg aag cac acg ggc gec 1423 
Ala Arg Ser Asp Glu Leu Thr Arg His Tyr Arg Lys His Thr Gly Ala 
405 410 415 

aag ccg ttc cag tgc atg gtg tgc caa cgc age ttc tec cgc tec gac 1471 
Lys Pro Phe Gin Cys Met Val Cys Gin Arg Ser Phe Ser Arg Ser Asp 
420 425 430 435 

cac etc gcg ctg cac atg aag cgc cac cag aac tga gegagegaac 1517 
His Leu Ala Leu His Met Lys Arg His Gin Asn 
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• ' t 



440 445 
gctgcgccca cccgcctgac gccttgcagt ccgctttgcc atcctttaaa ccgcagacct 1577 
aacttcataa aaag 1591 



<210> 50 

<211> 3359 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (312). . (1685) 
<400> 50 

ggtacgtgcg ctcgcggttc tctcgcggag gtcggcggtg gcgggagcgg gctccggaga 60 

gcctgagagc acggtggggc ggggcgggag aaagtggccg cccggaggac gttggcgttt 120 

acgtgtggaa gagcggaaga gttttgcttt tcgtgcgcgc cttcgaaaac tgcctgccgc 180 

tgtctgagga gtccacccga aacctcccct cctccgccgg cagccccgcg ctgagctegc 240 

cgacccaagc cagcgtgggc gaggtgggaa gtgcgcccga cccgcgcctg gagctgcgcc 300 

cccgagtgcc c atg get aca agg gtg ctg age atg age gee cgc ctg gga 350 
Met Ala Thr Arg Val Leu Ser Met Ser Ala Arg Leu Gly 
1 5 10 

ccc gtg ccc cag ccg ccg gcg ccg cag gac gag ccg gtg ttc gcg cag 398 
Pro Val Pro Gin Pro Pro Ala Pro Gin Asp Glu Pro Val Phe Ala Gin 
15 20 25 

etc aag ccg gtg ctg ggc gec gcg aat ccg gee cgc gac gcg gcg etc 446 
Leu Lys Pro Val Leu Gly Ala Ala Asn Pro Ala Arg Asp Ala Ala Leu 
30 35 40 45 

ttc ccc ggc gag gag ctg aag cac gcg cac cac cgc ccg cag gcg cag 494 
Phe Pro Gly Glu Glu Leu Lys His Ala His His Arg Pro Gin Ala Gin 
50 55 60 

ccc gcg ccc gcg cag gee ccg cag ccg gee cag ccg ccc gee ace ggc 542 
Pro Ala Pro Ala Gin Ala Pro Gin Pro Ala Gin Pro Pro Ala Thr Gly 
65 70 75 

ccg egg ctg cct cca gag gac ctg gtc cag aca aga tgt gaa atg gag 590 
Pro Arg Leu Pro Pro Glu Asp Leu Val Gin Thr Arg Cys Glu Met Glu 
80 .85 90 

aag tat ctg aca cct cag ctt cct cca gtt cct ata att cca gag cat 638 
Lys Tyr Leu Thr Pro Gin Leu Pro Pro Val Pro He lie Pro Glu His 
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95 100 105 

aaa aag tat aga cga gac agt gcc tea gtc gta gac cag ttc ttc act 686 
Lys Lys Tyr Arg Arg Asp Ser Ala Ser Val Val Asp Gin Phe Phe Thr 
110 115 120 125 

gac act gaa ggg tta cct tac agt ate aac atg aac gtc ttc etc cct 734 
Asp Thr Glu Gly Leu Pro Tyr Ser He Asn Met Asn Val Phe Leu Pro 
130 135 140 

gac ate act cac ctg aga act ggc etc tac aaa tec cag aga ccg tgc 782 
Asp lie Thr His Leu Arg Thr Gly Leu Tyr Lys Ser Gin Arg Pro Cys 
145 150 155 

gta aca cac ate aag aca gaa cct gtt gcc att ttc age cac cag agt 830 
Val Thr His lie Lys Thr Glu Pro Val Ala lie Phe Ser His Gin Ser 
160 165 170 

gaa acg act gcc cct cct ccg gcc ccg ace cag gcc etc cct gag ttc 878 
Glu Thr Thr Ala Pro Pro Pro Ala Pro Thr Gin Ala Leu Pro Glu Phe 
175 180 185 

acc agt ata ttc age tea cac cag ace gca get cca gag gtg aac aat 926 
Thr Ser lie Phe Ser Ser His Gin Thr Ala Ala Pro Glu Val Asn Asn 
190 195 200 205 

att ttc ate aaa caa gaa ctt cct aca cca gat ctt cat ctt tct gtc 974 
lie Phe lie Lys Gin Glu Leu Pro Thr Pro Asp Leu His Leu Ser Val 
210 215 220 

cct acc cag cag ggc cac ctg tac cag eta ctg aat aca ccg gat eta 1022 
Pro Thr Gin Gin Gly His Leu Tyr Gin Leu Leu Asn Thr Pro Asp Leu 
225 230 235 

gat atg ccc agt tct aca aat cag aca gca gca atg gac act ctt aat 1070 
Asp Net Pro Ser Ser Thr Asn Gin Thr Ala Ala Met Asp Thr Leu Asn 
240 245 250 

gtt tct atg tea get gcc atg gca ggc ctt aac aca cac acc tct get 1118 
Val Ser Met Ser Ala Ala Met Ala Gly Leu Asn Thr His Thr Ser Ala 
255 260 265 

gtt ccg cag act gca gtg aaa caa ttc cag ggc atg ccc cct tgc aca 1166 
Val Pro Gin Thr Ala Val Lys Gin Phe Gin Gly Met Pro Pro Cys Thr 
270 275 280 285 

tac aca atg cca agt cag ttt ctt cca caa cag gcc act tac ttt ccc 1214 
Tyr Thr Met Pro Ser Gin Phe Leu Pro Gin Gin Ala Thr Tyr Phe Pro 
290 295 300 

ccg tea cca cca age tea gag cct gga agt cca gat aga caa gca gag 1262 
Pro Ser Pro Pro Ser Ser Glu Pro Gly Ser Pro Asp Arg Gin Ala Glu 
• 305 310 315 
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atg etc cag aat tta acc cca cct cca tec tat get get aca att get 1310 

Met Leu Gin Asn Leu Thr Pro Pro Pro Ser Tyr Ala Ala Thr He Ala 
320 325 330 

tct aaa ctg gca att cac aat cca aat tta ccc acc acc ctg cca gtt 1358 

Ser Lys Leu Ala He His Asn Pro Asn Leu Pro Thr Thr Leu Pro Val 
335 340 345 

aac tea caa aac ate caa cct gtc aga tac aat aga agg agt aac ccc 1406 

Asn Ser Gin Asn He Gin Pro Val Arg Tyr Asn Arg Arg Ser Asn Pro 
350 355 360 365 

gat ttg gag aaa cga cgc ate cac tac tgc gat tac cct ggt tgc aca 1454 

Asp Leu Glu Lys Arg Arg He His Tyr Cys Asp Tyr Pro Gly Cys Thr 

370 375 380 

aaa gtt tat acc aag tct tct cat tta aaa get cac ctg agg act cac 1502 

Lys Val Tyr Thr Lys Ser Ser His Leu Lys Ala His Leu A'rg Thr His 
385 390 395 

act ggt gaa aag cca tac aag tgt acc tgg gaa ggc tgc gac tgg agg 1550 

Thr Gly Glu Lys Pro Tyr Lys Cys Thr Trp Glu Gly Cys Asp Trp Arg 
400 405 410 

ttc gcg cga teg gat gag ctg acc cgc cac tac egg aag cac aca ggc 1598 

Phe Ala Arg Ser Asp Glu Leu Thr Arg His Tyr Arg Lys His Thr Gly 
415 420 425 

gec aag ccc ttc cag tgc ggg gtg tgc aac cgc age ttc teg cgc tct 1646 

Ala Lys Pro Phe Gin Cys Gly Val Cys Asn Arg Ser Phe Ser Arg Ser 
430 435 440 445 

gac cac ctg gee ctg cat atg aag agg cac cag aac tga gcactgcccg 1695 

Asp His Leu Ala Leu His Met Lys Arg His Gin Asn 

450 455 



tgtgacccgt 


tccaggtccc 


ctgggctccc 


tc.aaatgaca 


gacctaacta 


ttcctgtgta 


1755 


aaaacaacaa 


aaacaaaaaa 


aaaacaagaa 


aaccacaact 


aaaactggaa 


atgtatattt 


1815 


tgtatatttg 


agaaaacagg 


gaatacattg 


tattaatacc 


aaagtgtttg 


gtcattttaa 


1875 


gaatctggaa 


tgcttgctgt 


aatgtatatg 


gctttactca 


agcagatctc 


atctcatctc 


1935 


atgacaggca 


gccagtctca 


acatgggtaa 


ggggtggggg 


tgaaggggag 


tgtgtgcagc 


1995 


gtttttacct 


aggcaccatc 


atttaatgtg 


acagtgttca 


gtaaacaaat 


cagttggcag 


2055 


gcaccagaag 


aagaatggat 


tgtatgtcaa 


gattttactt 


ggcattgagt 


agtttttttc 


2115 


aatagtaggt 


aattccttag 


agatacagta 


tacctggcaa 


ttcacaaata 


gecattgaac 


2175 



16/17 



aaatgtgtgg gtttttaaaa attatataca tatatgagtt gcctatattt gctattcaaa 2235 

attttgtaaa tatgcaaatc agctttatag' gtttattaca agttttttag gattcttttg 2295 

gggaagagtc ataattcttt tgaaaataac catgaataca cttacagtta ggatttgtgg' 2355 

taaggtacct ctcaacatta ccaaaatcat ttctttagag ggaaggaata atcattcaaa 2415 

tgaactttaa aaaagcaaat ttcatgcact gattaaaata ggattatttt aaatacaaaa 2475 

ggcattttat atgaattata aactgaagag cttaaagata gttacaaaat acaaaagttc 2535 

aacctcttac aataagctaa acgcaatgtc atttttaaaa agaaggactt aggggtcgtt 2595 

ttcacatatg acaatgttgc atttatgatg cagttttcaa gtaccaaaac gttgaattga 2655 

tgatgcagtt ttcatatatc gagatgttcg ctcgtgcagt actgttggtt aaatgacaat 2715 

ttatgtggat tttgcatgta atacacagtg agacacagta attttatcta aattacagtg 2775 

cagtttagtt aatctattaa tactgactca gtgtctgcct ttaaatataa atgatatgtt 2835 

gaaaacttaa ggaagcaaat gctacatata tgcaatataa aatagtaatg tgatgctgat 2895 

gctgttaacc aaagggcaga ataaataagc aaaatgccaa aaggggtctt aattgaaatg 2955 

aaaatttaat tttgttttta aaatattgtt tatctttatt tattttgtgg taatatagta 3015 

agttttttta gaagacaatt ttcataactt gataaattat agttttgttt gttagaaaag 3075 

ttgctcttaa aagatgtaaa tagatgacaa acgatgtaaa taattttgta agaggcttca 3135 

aaatgtttat acgtggaaac acacctacat gaaaagcaga aatcggttgc tgttttgctt 3195 

ctttttccct cttatttttg tattgtggtc atttcctatg caaataatgg agcaaacagc 3255 

tgtatagttg tagaattttt tgagagaatg agatgtttat atattaacga caattttttt 3315 

tttggaaaat aaaaagtgcc taaaagaaaa aaaaaaaaaa aaaa 3359 
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